There is a controversy regarding temporal trends in prevalence of attention-deficit/hyperactivity disorder (ADHD). Using nationwide claims data containing data for approximately six million statutory health insured children we aimed to examine a) trends of ADHD administrative prevalence during 2009-2016; b) regional variations in prevalence, and c) factors associated with an increased chance of ADHD diagnosis. The ICD-10 code 'F90-hyperkinetic disorder' was used to define an ADHD case. Global and Local Moran's I tests were used to examine the spatial autocorrelation and k-means-cluster analysis to examine the course of ADHD prevalence in administrative districts over years. Two-level logistic regression was applied to examine individual-and district-level factors associated with ADHD diagnosis. The administrative prevalence of ADHD was 4.33% (95% CI: 4.31-4.34%). We observed pronounced small-area differences on the district level with prevalences ranging between 1.6% and 9.7%. There was evidence of strong spatial autocorrelation (Global Moran's I: 0.46, p < 0.0001). The k-means-method identified six clusters of different size; all with a stagnating trend in the prevalence over the observation period of eight years. On the district level, a lower proportion of foreign citizens, and a higher density of paediatric psychiatrists and paediatricians were positively associated with ADHD with a more pronounced effect in urban districts.
1
. Globally, the reported ADHD prevalence varies between 1% and 7% 2 . Regional variations within countries were also reported, e.g. in Germany 3 , the UK 4 and the US 5 . It is argued that regional variations can be explained by sociodemographic factors, health care access or availability of medical specialists 3 , but evidence from empirical studies is lacking. Second, there is a controversy regarding temporal trends of the disease frequency. A few studies reported about rising trends of disease frequency (reviewed in 6 ). In Germany, an increase in prevalence was reported by two studies 3, 7 ; e.g. from 2.5% in 2005 to 4.2% in 2015 3 and from 5.0% in 2009 to 6.1% in 2014 7 , although some studies showed no increase in recent years. The question arising in this context is whether the prevalence increase over the last years is true or whether it is just the result of the heightened attention from the public, media and scientific community. Using nationwide claims data containing data for approximately six million children we examined a) temporal trends of ADHD administrative prevalence estimates during 2009 to 2016; b) regional variations in ADHD prevalence, including small-area variations, and c) sociodemographic factors on the individual and district level associated with an increased chance of ADHD diagnosis. 
Results
ADHD administrative prevalence and regional differences. The dataset consisted of approximately six million children residing in 402 districts (Table 1 ). This made up around 82% of all children in Germany (Table 1 , column 4). The distribution of the study population according to sex, age and federal state was in good agreement with that of the general German population (Table 1) . Approx. 260,000 children lived in Germany with ADHD in the year 2016. This corresponds to an administrative prevalence of 4.33% (95% confidence intervals, CI: 4.31-4.34%). We observed pronounced small-area differences with prevalences ranging between 1.6% and 9.7% (Fig. 1a,b) . The Global Moran's I statistic showed a strong evidence of spatial autocorrelation which decreased almost linearly over the years (Global Moran's I: 0.58 (2009), 0.56 (2011), 0.53 (2013), 0.49 (2015) and 0.46 (2016)), but remained significant at the level of p < 0.0001 in all years. Applying Local Moran's I statistics we identified two groups of clusters with low-low and high-high prevalences (Fig. 1c) . Districts with significantly similar high prevalence estimates were observed in the Northern part of Bavaria, the Southern part of RhinelandPalatinate, the East of Lower Saxony, and a cluster including districts of Thuringia, Saxony-Anhalt and Saxony. Districts with low-low prevalence estimates were found in the Southern and Northern parts of Germany. The number of districts with spatially autocorrelated prevalences decreased from 45 in 2009 to 38 in 2016. In support of these results, the median odds ratio from the null model was 1.36 (95% credible interval: 1.33-1.39), i.e. children living in districts with a lower probability of getting an ADHD diagnosis would have a 1.36-times higher chance to be diagnosed with ADHD if he/she would move to a district with a higher probability of getting an ADHD diagnosis.
Temporal development of ADHD administrative prevalence. The administrative prevalence of ADHD did not show an increasing trend (Fig. 2a) . The k-means-method resulted in six trajectories of different size (Fig. 2b) . All trajectories displayed a stagnating trend in the prevalence, however, they differed in prevalence levels. In one cluster (trajectory F) there was a slightly increasing prevalence up to the year 2011 and decline afterwards. As expected, cartographic representation of the trajectories revealed a similar picture as seen in Fig. 1b . Of note, seven of the nine districts in the trajectory F (with the highest prevalence) were observed in the northern part of Bavaria.
Factors associated with ADHD diagnosis. Boys were three-times more likely to be diagnosed with ADHD than girls ( Table 2 ). The chance of ADHD diagnosis increased with advancing age and was highest among 11-year-old children as compared to 5-year-old children (adjusted odds ratio: 6.21; 95% CI: 6.04-6.38) and decreased slightly thereafter. On the district level, a lower proportion of foreigners, higher density of both paediatric psychiatrists and paediatricians were positively associated with ADHD diagnosis (Table 2 ). These effects were more pronounced in urban districts ( Table 2 , fifth column) and were not significant in other districts. 
Discussion
Using nationwide claims data of approximately six million children in Germany we examined regional differences in ADHD administrative prevalence, its temporal trends and factors on the individual and district level associated with a higher chance of ADHD diagnosis. In contrast to other studies we observed no increase in administrative prevalence of ADHD in Germany over the years 2011 to 2016. This trend was relatively stable across sex and administrative districts. Most of the districts displayed a similar temporal pattern. Globally, findings regarding temporal trends in ADHD prevalence are controversial. For example, two US studies reported a considerable increase of parent-reported ADHD diagnosis made by a health professional from 2003 to 2011 8, 9 . However, our finding is in agreement with results from other international studies. For example, in a metaanalysis of 135 cross-sectional studies conducted at different timepoints Polanczyk et al. did not observe an increase in ADHD prevalence over the last 30 years 2 . They concluded that variability in ADHD prevalence estimates is predominantly explained by methodological differences of the studies 2 . We used claims data of several years and applied standardized methodology (e.g. in terms of a study population and a case definition). Controlling for such methodological differences apparently resulted in the absence of prevalence increase.
We found substantial regional variations in ADHD prevalence. First, children living in rural areas were more likely to be diagnosed with ADHD than their counterparts from urban areas. However, after controlling the model for the proportion of foreign citizens on the district level -which was taken as proxy for individuals with migration background -this effect was strongly diminished. Apparently, children from migrant families may be underdiagnosed either due to a poor access to health care facilities and/or cultural differences in perception of ADHD-related symptoms. The latter is confirmed by systematic reviews which reported higher prevalence estimates in industrialized countries such as the US as compared to African and Asian countries 1 . Second, we observed small-area differences in ADHD prevalence which decreased over the years but were still substantial in 2016. Multilevel regression analysis showed that the individual probability of being diagnosed with ADHD was also dependent on children's residence. The corresponding MOR from the empty model was 1.36, meaning that children were 1.36-times more likely to be diagnosed with ADHD if they would move from a district with a lower ADHD prevalence to a district with a higher prevalence. We examined which factors might explain regional differences by controlling for individual-and district-level variables in a two-level regression model. The associations of ADHD diagnosis and sex and age were similar to those shown in other studies. On the district level we also found the availability of paediatric psychiatrists and paediatricians significantly associated with being diagnosed with ADHD. It can be thus concluded that the regional variation in ADHD prevalence can partly be explained by both, under-and over-diagnosing. The association of a higher risk of ADHD diagnosis and a lower proportion of migrants indicates to an underdiagnosing problem as mentioned above. On the other side, the positive association of ADHD diagnosis and the availability of psychiatrists may be a result of over-diagnosing. The latter has already been observed in several studies. For example, a US study identified that the risk of diagnosis with autism increased among children who moved into neighbourhoods with a better access to health care 10 . Overall, the examined variables on the district level only explained part of the regional variation. Other factors such as smoking, alcohol consumption or stress during pregnancy, or exposure to lead or polychlorinated biphenyls, which may vary geographically, may explain further regional variations in ADHD prevalence.
Strengths and limitations.
First, we used claims data containing information on approximately 87% of all individuals in Germany. When comparing our study population with the general German population we found minor differences in terms of sex, age and federal state distribution. Our dataset contains no information about children insured privately (around 13% of the general population). Privately insured individuals tend to have a higher socioeconomic status than statutory insured individuals and may be less affected by ADHD 11 . We may thus slightly overestimate the prevalence regarding the total German population. Second, routinely collected claims data are secondary data collected for purposes other than e.g. prevalence estimation. It is well known that physicians may misdiagnose ADHD, although considerable efforts have been done in Germany to improve diagnostics and therapy of common mental disorders, including ADHD. One of them is introduction of the Psychotherapist Law in 1999 in Germany according to which psychological psychotherapists and psychotherapists specializing in children and adolescents were integrated into the ambulatory health care services. This resulted in the improvement of health care of patients with mental disorders. In addition, children are regularly examined by paediatricians from local public health services. Paediatricians work in close cooperation with nursery-school teachers and school teachers and in case of a suspicious ADHD a child is transferred to a specialist. In spite of these improvements, the risk of misdiagnosis cannot be ruled out definitively. For example, a study of Wolraich et al. showed that a substantial proportion of US paediatricians do not follow the clinical guidelines for diagnosis and treatment of children with ADHD 12 . In this study every fifth paediatrician does not use formal diagnostic criteria of ADHD and every third paediatrician does not use rating scales. Bruchmüller et al. examined the extent of under-and overdiagnosis of ADHD among paediatric psychotherapists in four German Federal States 13 . They observed that around 20% of children who fulfilled diagnostic criteria of ADHD did not receive an ADHD diagnosis, i.e. underdiagnosis. On the contrary, around 17% of children who do not fulfil the diagnostic criteria received falsely ADHD diagnosis, i.e. overdiagnosis. As a result, true prevalences may be under-or overestimated. To minimize the latter we applied a conservative definition of ADHD case. An alternative approach to estimate ADHD prevalence is a cross-sectional study design involving parents. However, relying solely on parental reports may be prone to bias (e.g. recall or reporting bias). Epidemiological studies should rather use standardized instruments, including structured interviews with parents and if possible with teachers and rating scales 14 . Third, due to the large sample size we were able to carry out robust small-area estimations. For example, the average sample size across all districts was 15,000 children. The absolute number of ADHD cases varied between 91 and 9373 across districts with an average of 650 cases, indicating that even in a district with the lowest number of ADHD cases (n = 91) we were able to provide robust estimates of ADHD prevalence.
One of the potential limitations of this study is the lack of individual-level data such as socioeconomic status or migration background. On the individual level the dataset contained only information on ADHD diagnosis, sex, age and place of residence. This was compensated by the application of multilevel modelling where we used aggregated data on the district level obtained from the literature. However, multilevel models can be prone to aggregation bias and thus need to be considered with caution.
Conclusions
The administrative prevalence of ADHD among children in Germany did not show an increasing trend in recent years. However, there were considerable regional differences which remained significant after adjusting for demographic factors on the individual and socioeconomic factors on the district level. There is indication that migrant children may be underdiagnosed or less affected by this disorder. Further research is needed to investigate factors explaining remaining regional variations in ADHD prevalence in Germany. Ascertainment of ADHD cases. We used the code 'F90 -hyperkinetic disorder' with all subcodes (i.e. F90.0, F90.1, F90.8 and F90.9). We considered a child having an ADHD if he/she had been diagnosed in at least two quarters of the corresponding year. This was done to reduce the proportion of false positive diagnoses as it is known that using coding the diagnosis only in one quarter of the year may overestimate the true prevalence.
Statistical analysis. Initially, we calculated crude-and sex-specific prevalences of ADHD. Furthermore, we used the Global and Local Moran's I test to examine spatial autocorrelation 18 and the k-means-cluster-analysis for longitudinal data to examine the course of the prevalence in administrative districts over the years 2009-2016 19 We then applied two-level logistic regression analysis with approximately six million children (level 1) residing in 402 districts (level 2) to examine individual-and district-related factors associated with ADHD diagnosis. We controlled the model for sex and age on the individual level and for: (a) socioeconomic deprivation index 15 , density of (b) paediatric psychiatrists and (c) paediatricians, i.e. number of physicians per 100,000 citizens 16 , (d) proportion of individuals with a foreign citizenship 17 , and (e) children's place of residence with four categories (rural areas with a low population density, rural areas with population concentrations, urban districts and big urban municipalities) on the district level. Initially, we examined whether there was variation in ADHD diagnosis across districts; this was done in a model without predictors (i.e. null model). We calculated median odds ratio (MOR) as an indicator of unexplained community heterogeneity 18 . Then, we included all above mentioned variables and calculated the MOR again to examine whether the variables explained part of the variance in ADHD prevalence across the districts. Analyses were performed with STATA, version 15 (StataCorp LLC, College Station, Texas, USA) and the R Foundation for Statistical Computing, version 3.3.3. The R packages "spdep" and "KmL" were used to examine spatial autocorrelation and prevalence trajectories, accordingly.
Ethics approval. The use of claims data for scientific research is regulated by the Code of Social Law (SGB X) in Germany. According to this law, an ethical approval and informed consent are not required as these are routinely collected pseudonymized data.
